BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to complete a checklist review form (see an example) and are provided with free text boxes to elaborate on their assessment. These free text comments are reproduced below. Some articles will have been accepted based in part or entirely on reviews undertaken for other BMJ Group journals. These will be reproduced where possible.
Presentation
The discussion seems to be jumbled especially the first 3-4 paragraphs. It makes reading difficult. The first paragraph should clearly highlight how the paper advances new knowledge in the light of existing knowledge. The second one can focus on pathophysiology/mechanism behind such findings. This particular aspect is overtly lengthy and needs to be made concise.
REPORTING & ETHICS
Credibility The results are not credible in view of several of the stastical flaws and missing data on several of the important prognostic variables (e.g. 6 minute walk distance, functional class, diagnostic class itself, etc) An inability to augment RVEF during exercise was noted in 59% of patients (90 of 152) was noted in the discussion. However the authors do not focus on this variable in univariate model to see if it had prognostic importance.
Presentation
Another minor point is using we instead of I is more appropriate while discussing a collective work.
REVIEWER Philippe Meyer, MD University Hospital of Geneva Switzerland
I have no conflict of interest to declare with regards to this manuscript.
REVIEW RETURNED
16-Nov-2012
GENERAL COMMENTS Summary
In this retrospective observational study, Selimovic et al. analyzed the association of RVEF assessed by radionuclide ventriculography at rest and during exercise with mortality in a cohort of 152 patients awaiting lung transplantation. In the multivariate analysis RVEF during exercise but not at rest was a mild but statistically significant independent predictor of death (HR 0.94, p=0.02) .
General comments
Even if the information is novel and the subject interesting, the study population is small and the associations not spectacular. Therefore, I am wondering if this manuscript would not be more suitable for a specialized lung transplantation journal. The manuscript is overall concise but there are many grammatical and typographical errors to correct. I mentioned these errors below only for the introduction.
Minor comments 1) Title : no comment 2) Abtract:
"A right ventricular dysfunction occurrence is a classically an indicator of poor prognosis in patients with chronic cardiopulmonary diseases." Should be corrected.
3) Article summary a) "The lower right ventricular ejection fraction (RVEF) during exercise is a stronger predictor…." Should be corrected. b) "We have showed for first time that RVEF during exercise measured by ERNA plays more important role for survival than RVEF at rest in lung transplant candidates." Should be corrected. c) "These results may have implication for prioritizing of listed patients for transplantation regarding organ allocation" Should be rephrased.
4) Introduction a) "is a classically an indicator…" Should be corrected. b) "Failed" Should be corrected. c) I would not use the term "left heart failure" but more generally heart failure because some of these patients also had RV dysfunction and signs of "right heart failure". d) There are other larger analysis than the one of de Groote et al. and even metaanalysis demonstrating the association of RVEF and outcomes in HF. I am surprised that the authors did not reference them. e) "is a still high" Should be corrected. f) "could potentially be a prognostic variable". This is not the association that could be a prognostic variable g) "In clinical praxis" Should be corrected. h) "RVEF is the most commonly used index of RV contractility". This is not true. The most used indexes of contractility in clinical practice are echocardiographic criteria (S wave using DTI, TAPSE, RVFAC etc...). The authors should mention that ERNA represents a significant radiation exposure for patients. i) "Assessment of RV function at rest and during exercise by ERNA was the part of routine pre-transplant investigation of all potential lung transplant candidates at our institution." Was it really performed systematically or was it part of a SPECT to screen for myocardial ischemia?
5) Methods
Was a coronary angiography really performed in every patient? 6) Results: a) Would it be possible to have the graphic distribution of RVEF values in the cohort at rest and during exercise? b) Exercise capacity during ERNA should absolutely part of the variables considered in the characteristics and in the adjustment model. Was exercise capacity an independent predictor of mortality? Was there an association with RVEF at rest or during exercise? 7) Discussion a) The discussion overall lacks structure. The different paragraphs should be better delineated. b) "In patients with pulmonary diseases, the ability to enhance RV systolic performance during exercise is determined largely by the increase in pulmonary resistance and thus right ventricular afterload". This is true. That is why a limitation of this work is that pulmonary artery pressure was not estimated at exercise. Patients on the waiting list may have had a pathologic increase of PAP during exercise explaining the absence of RVEF increase. c) In the limitation, the small study population and the absence of PAP measurement during exercise should be mentioned.
VERSION 1 -AUTHOR RESPONSE
Reviewer # 1
Description of subjects/Study Design Authors need to present the total number of lung transplants performed during the same period to see how many of them got RVEF assessment done and if those who did not get this assessment done differed in important ways. This goes a long way to show that the results are applicable to all lung transplant waiting list patients.
ERNA With inclusion of the basic demographic variables in the final model we have following results in the multivariate analysis (figure 4'). The results are not credible in view of several of the stastical flaws and missing data on several of the important prognostic variables (eg 6 minute walk distance, functional class, diagnostic class itself etc) Please see explanation above (2).
An inability to augment RVEF during exercise was noted in 59% of patients (90 of 152) was noted in the discussion. However the authors do not focus on this variable in univariate model to see if had prognostic importance.
Lack of increase in RVEF during exercise was assessed in univariate analysis and we got p=0.16. Presentation The discussion seems to be jumbled especially the first 3-4 paragraphs. It makes reading difficult. The first paragraph should clearly highlight how the paper advances new knowledge in the light of existing knowledge. The second one can focus on pathophysiology/mechanism behind such findings. This particular aspect is overtly lengthy and needs to be made concise.
Discussion has been revised accordingly.
Reviewer: Philippe Meyer, MD University Hospital of Geneva Switzerland Reviewer # 2 I have no conflict of interest to declare with regards to this manuscript.
Summary
General comments
Minor comments 1) Title : no comment 2) Abstract: "A right ventricular dysfunction occurrence is a classically an indicator of poor prognosis in patients with chronic cardiopulmonary diseases." Should be corrected.
It has been corrected: "The occurrence of right ventricular dysfunction is a well-known indicator of poor prognosis in patients with chronic cardiopulmonary diseases".
3) Article summary a) "The lower right ventricular ejection fraction (RVEF) during exercise is a stronger predictor…." Should be corrected.
It has been corrected: The right ventricular ejection fraction (RVEF) during exercise is a stronger predictor of… b) "We have showed for first time that RVEF during exercise measured by ERNA plays more important role for survival than RVEF at rest in lung transplant candidates." Should be corrected.
It has been corrected: We have shown….
c) "These results may have implication for prioritizing of listed patients for transplantation regarding organ allocation" Should be rephrased.
It has been rephrased: Patients with the lower RVEF during exercise should be considered for a higher organ allocation priority 4) Introduction a) "is a classically an indicator…" Should be corrected. It has been corrected: Right ventricular (RV) dysfunction is a well-known marker for poor prognosis in patients with different cardiopulmonary diseases b) "Failed" Should be corrected.
It has been corrected: Right ventricular failure is associated with adverse outcome in patients with left heart failure c) I would not use the term "left heart failure" but more generally heart failure because some of these patients also had RV dysfunction and signs of "right heart failure".
We used the term "left heart failure "when the left heart failure is the primary cause of the global heart failure.
d) There are other larger analysis than the one of de Groote et al. and even metaanalysis demonstrating the association of RVEF and outcomes in HF. I am surprised that the authors did not reference them.
We have added the new references : Ghio S 2001; Kjaergaard 2007.
e) "is a still high" Should be corrected.
It has been corrected: mortality on the waiting list is still high.
f) "could potentially be a prognostic variable". This is not the association that could be a prognostic variable It has been changed: but could be a prognostic variable.
g) "In clinical praxis" Should be corrected.
It has been corrected.
h) "RVEF is the most commonly used index of RV contractility". This is not true. The most used indexes of contractility in clinical practice are echocardiographic criteria (S wave using DTI, TAPSE, RVFAC etc...). The authors should mention that ERNA represents a significant radiation exposure for patients.
The text has been changed: Despite the limitations of EF as a means to assess RV function, it remains a popular technique due to conceptual simplicity and the availability of multiple modalities that can provide complementary information. RVEF provides an integrated view of the interaction of RV contraction and RV load.
i) "Assessment of RV function at rest and during exercise by ERNA was the part of routine pretransplant investigation of all potential lung transplant candidates at our institution." Was it really performed systematically or was it part of a SPECT to screen for myocardial ischemia?
It was performed systematically as a part of routine pre-transplant investigation.
5) Methods
Was a coronary angiography really performed in every patient?
Coronary angiography was performed in 119 patients (78.3%). Only younger patients with cystic fibrosis and IPAH have not undergone coronary angiography. 6) Results: a) Would it be possible to have the graphic distribution of RVEF values in the cohort at rest and during exercise?
Due to the essentially normal distribution, I chose graphs with bars ( figure) b) Exercise capacity during ERNA should absolutely part of the variables considered in the characteristics and in the adjustment model. Was exercise capacity an independent predictor of mortality? Was there an association with RVEF at rest or during exercise?
Sixty one % of the patients managed to do start work-load of 25 W and only 14% managed to come up to 3rd and 4th level (75 and 100 W). There were no differences in survival between two groups (low and high level of exercise capacity, p=0.89). It was a strong correlation between EVEF at rest and during exercise (r=0.80 and p<0.001) Discussion a) The discussion overall lacks structure. The different paragraphs should be better delineated.
It has been changed accordingly.
b) "In patients with pulmonary diseases, the ability to enhance RV systolic performance during exercise is determined largely by the increase in pulmonary resistance and thus right ventricular afterload". This is true. That is why a limitation of this work is that pulmonary artery pressure was not estimated at exercise. Patients on the waiting list may have had a pathologic increase of PAP during exercise explaining the absence of RVEF increase.
It has been added in limitations as you have recommended in the next comment.
c) In the limitation, the small study population and the absence of PAP measurement during exercise should be mentioned. 
GENERAL COMMENTS
The authors have responded appropriately to most comments of the reviewers. To my view the manuscript could be accepted after correction of typographical errors, which have been introduced in the revision.
VERSION 2 -AUTHOR RESPONSE
This time my manuscript has been revised with help of a native English speaker.
